Methods
To reduce the numbers of shRNA acting through an off-target effect, we selected the candidate genes which had at least two shRNA hits simultaneously showing the z-scores greater than 1 or smaller than -1. After the first round of screening, all the shRNAs of the candidate genes were performed the secondary screening using the IFN-β-Luc reporter assay stimulated by N-RIG (the N-terminal 2CARD domain of RIG-I). HEK293T cells (1 x 10 4 cells) seeded in 96-well plates were infected with the shRNA-containing lentiviruses and then selected with puromycin for four days. The survived cells were then transfected with pIFN-β-Luc and pTK-RL, together with or without the N-RIG-expressing plasmid. Twenty-four hours after DNA transfection, cells were harvested for Alamar Blue assay and cell lysates were used for luciferase activity assay. The firefly luciferase activity was normalized to Renilla luciferase activity and to cell viability; the induction folds were calculated by dividing the normalized Luc values of the N-RIG-transfected cells with those of the untransfected cells.
Fractionation of cytosolic and nuclear proteins
Cytosolic and nuclear proteins were fractionated following a previously described protocol (1). In brief, cells (6 x 10 5 ) were washed once with ice-cold PBS and scrapped into micro-centrifuge tube. After a pop-spin on a benchtop centrifuge for 10 s, supernatants were removed and cell pellets were resuspended in 300 μl of 0.1% NP40 in PBS with 5 times pipetting. One hundred microliters of lysate were removed, and 33 μl of 4x Laemmli buffer was added; this sample was referred to as the "whole cell lysate". The remaining lysates were pop-spin again for 10 s, 100 μl of supernatants were removed, and 33 μl of 4x Laemmli buffer was added; this sample was referred to as the "cytosolic fraction". After removing all remaining supernatants, the pellets were washed once with ice-cold 0.1% NP40 in PBS and then resuspended in 60 μl of 1x Laemmli buffer; this fraction was referred to as the "nuclear fraction". The whole cell lysate and the nuclear fraction were further sonicated with microprobe to disrupt DNA contents. Finally, all the samples in Laemmli buffer were boiled for 5 min and then resolved on a 12.5% SDS-PAGE gel, followed by western blot analysis. In all groups the total amounts of transfected DNA were adjusted to the same using the control vector DNA. Cells were mock infected or infected with 20 HAU/ml SeV at 24 h post DNA transfection. Twenty-four hours after SeV infection, cells were harvested for Alamar Blue assay and cell lysates were used for luciferase activity assay. The firefly luciferase activities were first normalized to Renilla luciferase activity and to cell viability, and the induction folds were calculated by further dividing the normalized Luc activity of the infected cells with that of the uninfected cells in each knockdown group. Figure S2 . H-RasV12 does not inhibit STAT1/STAT2 phosphorylation or nuclear translocation upon IFN-α treatment. (A) HEK293T cells were transfected with vector, HRASV12, or HRASN17 DNA at the indicated doses. Cells were treated with IFN-α (1,000 U) at 24 h post-transfection, and the phosphorylation levels of STAT1 and STAT2 were examined at 30 min post IFN-α treatment using rabbit anti-phospho-STAT1 (Y701) and rabbit anti-phospho-STAT2 (Y690) antibodies, respectively. Total STAT1 and STAT2 protein levels were also examined by western blot at 30 min and 24 h post IFN-α treatment. (B) HEK293T cells were transfected with vector, HRASV12, or HRASN17 DNA at the indicated doses. Proteins from the nuclear fraction or the cytoplasmic fraction were separated. The levels of phospho-STAT1 in each fraction were detected by anti-phospho-STAT1 antibody. The presence of tubulin or histone H3 was used to indicate the cytoplasmic and the nuclear fractions, respectively, and also to indicate the purity of each fractionation. Table S1 . 
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